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E20.1 MG30.Seq Sequ nee 



10 20 30 40 50 

1234567890 1234567890 1234567890 1234567890 1234567890 

gogatocmx: crrrraGGic CKnxoaric tozoxtcnag csiciqsot? 

AIQP FRS MP. F S C X A SGF 



50 



AGNINIG3CA TGCACIG3GT CCEOCAGGCr CCRGQCAAaS 
PFS X X G M HWV RQA PGKG 



100 



GSCJEQ3AGIG G3IGQC3GIT ATKEGSEOG AlU^iAAGTAA. TaAAT^CIKr 
LEW VAV IWYD GSN KYY 



150 



GcaGAcraos tgaagggcos aticaostc tocsgagaca. attocaagaa 

ADSV KGR FTI SRDN SKN 



200 



CAG3CIGTAT C1GCAAKEGA ACSGACIGSG AGGQGAGGAC AGGGdGIGT 
TLY LQMN RLR AED TAVY 



250 



ATIBCIGIQC GAti&JUflTJB 

YCA RFL EWLP FDY WGQ 



300 



350 



GOCIQCTIGC AGGAGCAOOC TCNGANAQCA CANAM33CCC 
XLA PCFQ EHP XXA XXAP 



400 



CIGQ3ACD3N CTGNEftCAAG GAUUNUlTlC CCTCNAACCN G3IGACCNIN 
GTX XYK DXFP SNX VTX 



450 



•1US/1UULJAAA CICAGNQCNC NICINSRINA C (SEQ ID NO: 19) 

swet qxx sxx (SEQ ID NO: 55) 



481 



F/G. 57 
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E20.1VK.Seq Sequence 



10 20 30 40 50 

1234567890 1234567890 1234567890 1234567890 1234567890 

GGAA ULTl ' lN <J JL ' lU m J C K EC TITlUJft GNC AGACCCANCA. TCA LT l UlUa 50 
GTFX FAP FGX RPXI TCR 



QGCS^GICAG Q3GATISGCA. ATl'l'lTliAGC ULUUIT1UAG CAG^AACCAG 100 
ASQ GI SN FLA WFQ QKPG 

GGAIAGGGOC TAAGTOGC7IG AlL'imUUlU CATCCACTIT GCAAftULLULr 150 
IAP K S L I Y A A STL QS G 

GICXDCZATCAA. ALiTICAOOGG CAGTGGATAT G33CAGA3T TCACICICAC 200 
VPSK FTG SGY GTDF TLT 



CAICAQZaQC C1 GC A G0CT3 AAGA LTl ' lUL ' AA L-TiJALL'liA T ' 1U1CA ACAAT 250 
ISS L QPE DFA TYY CQQY 

ATAASGTITA CtX^TCACT TIQQGOOCIG GGAOZAAAGT GGATATCAAA 300 
NVY PFT FGPG TKV DIK 



OGAACIGIQG CIGCAGCATC '1U1LTHJATC TIO0030CAT CIGATG A GQC 350 
RTVA APS VFI FPPS DEP 

■AGTIGAAATC TGGAAC1GIX ' lUlUl'lUlUl' GOIT O I'I GA A TAA LT1L.TA T 400 
VEI WNCL CCV PAE LLS 



CXTCAGAGAGG GCAAAGTACA GTQGAAGGTD3 GATAAQQQCN CNNTIGGCX3G 450 
QRG QST VEGG RX XWR 

NNIULTI'ILN CTCNCQCNIC CIOSINCXTNC CICTOICNA (SEQ ID NO: 20) 489 
XPFX XPS SXX LSX (SEQ ID NO: 56) 



FIG. 58 
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E20.3MG30.Seq S quence 



10 20 30 40 50 
1234567890 1234567890 1234567890 1234567890 1234567890 

Afi uuLiurm o- ' i C AmuLA ggsec i ceig c Afl ajLTiuiu GfiQacaocrr so 

KPVA SVQ VSC KASG YTF 

CAGC2GTIST GAIKKZAACT GGGIGOGaCA GGGCTOGGA CAAGQ3CTIG 100 
TSY DIN W VRQ A T G QGLE 

AOIGGAlIGGG ATOSOGAAC QdAACAGIG GTAAQCftGG CTAIGCACftG 150 
WMG WMN PNSG NTG Y A 0/ 

A^l'lUJAGG GO^GICBC CKEG&OCaGG AACAGJIUUA 200 
KFQG RVT MTR NTSI STA 

C'lUAGCSGGC TGKGftTCIGA GGACA03302 GTOEATEftCT 250 
YME LSSL RSE DTA VYYC 

DNI 

GlGOGflG BOG aGGOOOCtTAT AGCTGjlOXT GGftOCTICIT TG&CI30.GS 300 
ARG GPY SSGW TFF DYW 

QGOCM33GAA CCCTGSICaC GGICIGCIO^ QOOCDOO: AAGGG03ZAT 350 
G Q G T L V T V^S S ALHQ GPI 

QS JILTIUUL ' GCIGGGGOOC 'IGC'IUCftGGA GCRLX'lULXA GfiOCRCANIC 400 
GLP PGAL LQE HLP EHXX 

N N UU LT1UUG C1 G GC1Q3S1N CAAQ3^CICr TIGGCCUAaC ULUJGNHJA. (SEQ ID NO: 21) 449 
PL G CLX QGLF PXT PX (SEQ ID NO: 57) 
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E20.3VK.Seq Sequence 



10 20 30 40 50 

1234567890 1234567890 1234567890 1234567890 1234567890 

Tl'lGAAQOCT ICNIGGQGGT GICICTNG3C (TGAG^GnCA. CXZATCAACIG 50 
FEPF XAV SL G ARAT INC 

caagiozagc: CAGesroriT ismoNcic caaca&taag aaciqczltsg 100 

K SS QRVL YXS NNK N C L A 

CTTQGIfiCCA GCAG&AAGCA GGftCBGQCIC CTAAGCJD3CT CATITACIGG 150 
WYQ QKP GQPP K L L IYW 

ACAICTRCOC G3GAAIICCQG GGIOX-'IGLU GGRTICAGIG GCAGG333IC 200 
TSTR ESG VPA RFSG SGS 

1G33ACSCT£r TICRC'IC'ICA. CCBTCAGCAG CCIGCAG3CT GASGA1GIQG 250 
GTD FTLT ISS LQA EDVA 

QGlTUAli'iA CIGICAGCAA TATIMCSGIA CIOCSCICAC T11UUULUGA 300 
VYY CQ Q YYST PLT FGG 

GQGACCK1GS TGGAGftlCS^A GOGAAC'l&LG GCIGCACCAT ClUlLTiUAT 350 
GTMV E I K RTV A A PS VFI 

CITCOCGCCA 'ITJITJAJIGAGC CNGINIGAAA. 1U1UUA &CIG CULL ' ICJITIU 400 
FPP SDEP V N LEL PLFV 

'1U1ULUJ1UC CJmULXJAGA GfiQ GO CRAAG TACX2SGIQGA. 450 

CPA E L LSQR GQS TSG 

AG3IGSKTA& (SEQ ID NO: 22) 460 
R W I (SEQ ID NO: 58) 



FIG. 60 
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utauib. /\ya jaKoooviis ei ai. ltui;kci nu.. i*cii <t.^u i*l 

•No.: 09/187,693 Filed: November ^tt>8 

-iNo.: 3392 J^V 
HUMAN MONOCLONAL ANTIBODIES TO EPlDEr 



E20.8.lMG30.Seq Sequence 



10 20 30 40 50 
1234567890 1234567890 1234567890 1234567890 1234567890 

asjuLuiurm ggiocnigog aciciccigt ocaoasiciG gj^ticaicit so 

XPVR S X R LSC A A S G FIF 

CAGEAQtflAT G3C3JTOCACr GGOTCQJLLA OX'ICCAQGC AAGQ3XIQG 100 
S X Y G M H W V R Q A P G KGLE 

AGIG33IGGC AftTIKEKIGG TSflXaiGGAA GT^AlEAAAHA CTKIGCMSC 150 
WVA IIW YDGS NKY Y A D 

TCOSIGAflGG GCD3E7ICAC CATCIOCAGA G20VATTCEA AGAftCAOQCT 200 
SVKG RFT ISR DNSK NTL 

GJJAIC1UCAA ATCAACM30C •KSGaGQOSA. GGAC3033CT GIUIATEO? 250 
YLQ MNSL RAE DTA VYYC 



GIQQGAGAGA OX33332CCb. ( JGL»'1UL?1' 1'1C ' lUHJl'lUIUft . CTRCIQ333C 300 
ARD GGP RWFL ASD YWG 

CAGQGAAGOC TOGICAOD3T C1CC1CAG0C TOCROCAaGG GGCCALLUJJl' 350 
QGTL VTV SSA STKG PSV 

LTIU L U U L'I G OQ G 0CCDQCT OCftGGAGCAC U-T l UJ A GaG QOM30GG0C 400 
FPL APCS RST LRE HS GP 

CIXjGGC'mai' 'lUJl'lCAAGS ACmiL'l'lUL' (30GAAO0GGT GALUGIUiJ^C 450 
GLP GSR TTFP EPV TVX 

GTIQ3AACIC ATCftC (SEQ ID NO: 23) 465 
V G T H D (SEQ ID NO: 59) 
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E20.8.1 MG1 8.Seq Sequ nc 



10 20 30 40 50 

1234567890 1234567890 1234567890 123 4567890 1234567890 
AOLCTCEAGA L'lULUlUUlT G113IC1U1UJ GOGAGAQSGC CAOC&ICAAC 50 
SLQT PWL CLW A R G P PST 

TCCAACTGCA GNCAGAGTAT TTIAIIBCAGC TCO^ACAATC AAAAAJLTILT 100 
ASP XRVF YTA PTI KNFL 

TAQCITGGIA CEAGCAGAAA CCAQGaCAQC CTCOGAAGIT GCTC3STITAC 150 
AWY QQK PGQP P KL LIY 

TG3SCATCIA T1UJUGAATC 03333TOOCT QLCTICA GIGGCfiOOSS 200 
WASI RES GVP DRFS GSG 

GICT3G3ACA GATITCACTC TCAOCAICAG CMOCIIGCAG GCIGAAGATG 250 
SGT DFTL TIS SLQ AEDV 

TGGCALiLTIA TTAC1G1CAG CBQLJATIJAIIA G'UALL'IULLJIG CAL.T1T1GQC 300 
A V Y YCQ QYYS IPC TFG 

CAGQGGACCA AGCIGGAGAT CAAAQGAACT GTGGCIGCAC e mUlUlU.LT 350 
QGTK LEI KR T VAAP SVF 

CATCTTOOOG CCATCIGATC AGCAGTTGAA ATCIGGAACT UULVLUIUI ' IU 400 
IFP PSDE Q L K SGT ASVV 

'lUlULL-'lUCT GAATAACTIC TATCCCAGAA AQQCCAAAGT ACATGAAGG3 450 
CLL NNF YPRK A K V HEG 

TICAAA (SEQIDNO:24) 456 
F K (SEQ ID NO: 60) 
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E20.11.2H Sequence 



10 20 30 40 50 

1234567890 1234567890 1234567890 1234567890 1234567890 

GGQG1GG Y CC GICOZEGftGA CLClQl'miG QQD5IUT3G 50 

GVXQ PXR SLR LSCA ASG 

ATICAYCTIC AGEARCTKIG GCKIGCaCIG UUIUUGUL^G GCICCAGGCA 100 
FXF SXYG MHW V R Q APGK 

AGQQQCIOGA GTG9GIG9CA ATIKI3^IQGT ATCATOGAAG TAGCAAAiaC 150 
GLE WVA IIWY DGS S KY 

TKEGCPGZCT OC G 1 GA AGGG qj^rTCftOC ATCICCAGAG. ACAATICCAA 200 
YADS VKG RFT ISRD NSK 

GAACAC3CIG TKICIGCAAA TGAACAGOCT GAGAGQGSAG GACAGQQCIG 250 
NTL YLQM NSL RAE DTAV 

' lUmi'JJA CIG 1GGGAGAGAC GGG3G30CAC CjmUUlTILT GQLT1U1GAC 300 
YYC ARD GGPR W F L ASD 

TftCIGGGGQC AGGGAACGCT GGTCAOOGie TGC'ICAGOI T OGAGCAAOGG 350 
YWGQ GTL VTV SSAS TKG 

UXaTOGSIC T1UXCCTGG OGOOCIGCIC CAGGAGCACC TIOOGAGAQC 400 
PSV FPLA PCS RST FREH 

ACAGOGGCOC I GG GCIGCCT GLjlCA AGGAC TA LTlUULUi AAMLJJJ1GAC 450 
SGP GLP GQGL LPR XGD 

ULj I GIUjIGG AACTCAGGOG CTCDGAGCAG N3QCGIGCAC AATTCCCAGC 500 
GVVE LRR SDQ XRAQ FPA 

NGICCINAAG GITGAAATOG TAANGGTICA AA (SEQ ID NO: 25) 532 
VLK VEIV XVQ (SEQ ID NO: 61) 
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=20.1 1 .2MG1 8.Seq Sequ nee 



10 20 30 40 50 
1234567890 1234567890 1234567890 12 34567890 1234567890 

acicagicic caGACiocCT gul ' iuiuict ciGaaaaGA GGGOCAOCKr 50 

TQSP DSL AVS LGER ATI 

OVACIGC3^G TQCRGGCAGA GTOTTITATA OQGCICCAAG AAIC^GAACT 100 
NCK SSQS VLY GSK NQNY 

ACr mjLTlU GIRQCAQCZAG AAAOCAQ3^C AQOL'IUL'UAA. GL'IGGICATT 150 
LAW Y Q Q KPGQ PPK LLI 

TACIQ33CAT CTAG0339GA ATCOQGQGIC GCIGACDGAT TCAGQGGCSG 200 

Y W A S T R E SGV PDRF RGS 

QGQGICTAGG ACAGATITCA CLCICAGCKT C&GCAGOCIG CAGGCIGAAG 250 
GSR TDFT LTI SSL QAED 

AlUlUmJAGT TTACTICIGT CAOCAATATT ATAGTACIGC GTOGAOGITC 300 
VAV YFC HQYY STP WTF 

GQOCMGQGA. CCAAQGIGGA AATCAAAQGA, ACIGIG3CIG CAGCAL1C1GT 350 
GQGT KVE IKR T V A A PSV 

LTlLmuriU CQ3CCATCIG ATGAG2AGTT GAAATCIGGA ACIGCL'IUIG 400 
FIF PPSD EQL KSG TASV 

T lUiGlOJL T GCTGAATAAC T1U1EU.UUCA. GAAAGOZAAG GACAOGAAAG 450 
VCL LNN LYPR KPR TRK 

GICKNAOCNA. CCC (SEQ ID NO: 26) 463 

V X P T (SEQ ID NO: 62) 
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E20.18MG30.Seq Sequence 



10 20 30 40 50 
1234567890 1234567890 1234567890 12 34567890 1234567890 

oaiGaiocNC ciujiiuiu j cCTaGacic luJiuiocft G ajimuGflrr so 

R D P P GWS LRL SCAA SGF 

Ca iLL'l'ICA NT AAL'JLAli'iWLA TGCACIQQ3T O0G0CPGGCT CCftGGCAftGS 100 
IFX NYXM HWV RQA PGKG 

GQCTQGAGTG GGIGGCAATr AT^LLUJi!A!iU ATGGAAGIW3 CSAATfiCIET 150 
LEW VAI IWYD GSS KYY 

NGAAG33CCG ATICAQCATC TOCBGaGfiCA ATICCAftGAA 200 
ADSX KGR FTI SRDN SKN 

CS03CIGiaT CIGCAAATGA ACAOOCTSG AGCCGRQ3AC AUJGCTGASG 250 
TLY L QMN SLR AED TADV 

TATIECIGTG QGS£30m5 T1GGGGCACG GIQXTICIC GLTlCTCflCT 300 
LLC ERR LGHG GFS LLT 

ACIQ2X3CNC AG33CAACNC '1LMJ1NAOCG TNITOCTCAN UJL'IINEftCNC 350 
TGAQ GNX XXP XSSX LYX 

AftGGGCCNCC Ai'lNJJlCIT TOCCCCCIGG NNNWCTXT CNaaX3SlNNCA 400 
RAX IXSF PPG XPA XXXT 

CCCINOaCA NCNBCBN (SEQ ID NO: 27) 417 
L R X XX (SEQ ID NO: 63) 
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E20.18VK.Seq Sequence 

10 20 30 40 50 

1234567890 1234567890 1234567890 1234567890 1234567890 

TlUdlUUUlU 'lUiUiUi'lULi OGBGaoaCC AOCATCAACT 50 
FVAV SLG E R X TINC KSS 

OCSGAGIKrT TTSmiCRQCZr aiAACAAICA. AAACITCITA GCTIQ3EAOC 100 
QSI LYSS NNQ NFL AWYQ 

AQCSCSsAACC AGGACMXET CCGftAGITGC 'lLmTHACIG QGCAlIClgflT 150 
QKP GQP PKLL IYW ASI 

a23GAATO03 GGGIGGClGk OO G KT ICA GT G3CM30333T ClGGG A eaGA 200 
RESG VPD RFS GSGS GTD 

TITCACXCIC ACCBTCAGCA GOdGCAGQC TGAAGKIGIG GCa m ' i ' iiMLT 250 
FTL TISS L Q A EDV AVYY 

ACIGICRQCA (JJJALL'I^raGT AT1ULLJ1UCA ClTl'lU XCA G3QGBGCAAG 300 
CQQ YYS IPCT FGQ GTK 

CIQGfiGftTCA AAOSAACIGT GGCIGCAGCA 1U1U1LT11A 'It ■ 1 1 tt i mr 350 
LEIK RTV A A P SVFI FPP 

ATClGftUXiAG OCS^GSTTIGA AAATCIGGAA CI GOJi U lUl ' T GIG1GQ3ZT 400 
SDE PXLK IWN CLC CVPC 

QCTIGAAIAA CITCT50CCC AGftGANQQQC AAAGIGOGT G3AAG3IG3^ 450 
LNN FYP RXGQ SPV EGG 

UC (SEQ ID NO: 28) 453 
Y (SEQ ID NO: 64) 
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E20.19.2VK.Seq Sequence 



10 20 30 40 50 

1234567890 1234567890 1234567890 1234567890 1234567890 

'lUiTimiifl G UU NJ ILT IUJ ACCAICAACr QCAfiGICCfiG 50 

SLVA XLG ERP TINC KSS 

TIMECN3CT CCMS^ATCA GAftCEOTIA GCTIGGTAGT 100 
QSV L Y X S KNQ NYL AWYQ 

AGCRGAAAGC AGGftCBGOCT OCiaAGCIGC ' limi ' ia CKS O JLmULAQZ 150 
QKP GQP PKLL IYW AST 

aaQGAATOOG G33ICOCIGA COGKITCaGG G3GAGJ3GGT CTAGSACAGA 200 
RESG VPD RFR GSGS RTD 

Tl'lCACICIC ACmUAGCA GOCIGCBGGC TGAftGAIGTG QC3^GTTT5CT 250 
FTL TISS LQA EDV AVYF 

' IL ' IGICA OCA ATAITATASr ACIOOGTQGA GGITOG30CA PC333MX3&G 300 
CHQ YYS TPWT FGQ GTK 

GIQGAAATCA AAOGAACIGT GGCTCCflQCft, '1U1U1LT1CA TCTTOOQGQC 350 
V E I K RTV A A P SV FI FPP 

ATCIGATGBG CaOCITGAAA TICIGGAMTT GOCTCIGNIG M3IQCCT3CT 400 
SDE HLEI L E L P L X XAC 

GAACNAftCIC TATOOCX3£3l GBNGSOOCAA AACTtflCAAG NNGGNNftQQC 450 
TNS IPR XGPK VSX XXG 

NN3KEAACGC CINTICNXN NCNINC (SEQ ID NO: 30) 476 
XITP XXX X (SEQ ID NO: 66) 
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iPIDER 



RMAL 



20.20.21 MG30.Seq Sequenc 

10 20 30 40 50 
1234567890 1234567890 1234567890 1234567890 1234567890 

aa uul ' iti ' il: agagcnigcc circaocia: a ciuiuiuig GiG G ciixm 1 so 

KPFQ TXP FTC TVSG GS I 

cagcsgigst osrraciacr osagciggat coaaiAGCAc ccaggsaagg ioo 

SSG GYYW SWI RQH PGKG 

GCCIQGAGIG GATIGGGiaC A1UI1ATAACA GTG3GAGCAC CEACTACAAC 150 
LEW IGY IYNS GST YYN 

(JLUIUUL'ILC AGAGICGAGT TACCATATCA GTAGACACGT Cn^AGAACCA 200 
PSLQ SRV TIS VDTS KNQ 

CJl'lL'lUJL'm AAGCIGAGCT CIGTGACIGC CGCGGACACG QJCGICTATT 250 
FSL KLSS VTA ADT AVYY 

AdGIGOQOG TCAGAAATGG TCCTACTACT ACTACTACOG TATGSAOSIC 300 
CAG QKW SYYY YYG MDV 

T3G3GCCAAG GGACCACG3T CRCCBSCTCC TNAQQITOCA. OCAAN33QGC 350 
WGQG TTV TVS XAST XGP 

AiULLflLTlC CCCCIGQCGC CCIGNTCTAG GAGCAQCTQC.' CANAGCACAG 400 
SVF PLAP XSR STS XSTD 

ACQGKENCIG GGCCIGCCIG NATCAATGGA CTACITTCCC CGAACOQGIT 450 
GXW ACL XQWT TFP EPV 

GNNIGIGNNN (XTGGNAACT N (SEQ ID NO: 31) 471 
X C X X W X L (SEQ ID NO: 67) 
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".20.22MG30.Seq Sequence 



10 20 30 40 50 



1334567890 1334567890 1234567890 1234567890 1334567890 

AAG UL ' ITIN j ACTdNIGJC OJ1UA QCIGC AJlUIL ' lL ' iG GIGGL'lUJAT 50 
KPXE TXP LTC TVSG GSI 

CMsTHXTIPC GGMDDOQQCA GCCC3CCRQ33 AftG33*CIQ3 100 

SNY YW SW IRQ PPG K G L E 

A G1GGA T IGG GmTKUCmT GCAQZAACIA CAAtHIt X ' l O C 150 

WIG YIY Y SGS TNY NP S 

CTCMGBCTC GAGTCftOGfilT ATCBGIBiaC AOiLUJA££3V ACCS^GITCIC 200 
LKSR VTI SVD TSKN QFS 

CCIGaaGCIG AJL'IUIUIUA , <JUUL ' lU CX35ft. CaO3GG03IG Ta il'JJftL ' lUlU 250 
LKL SSVT A A D T A V YYCA 

QGftGZM333:C a333333K3C TftCnSCTACT AOTSTATOGA OJECIG33GC 300 
RGP GGS YYYY GMD VWG 

CaAGOSACTA C33GTCA033T CIXX-'ICAQOT TCX30ZAAQG GlX C KDaGGT 350 
QGTT VTV SSA STKG PSV 

cnujmji G GOGGceiGCT Qeftoaaocac CTOERGaGC AcaoaGGcrx: 400 

FPL APCS RST SES T A A L 

T Umi'l G O-T GGGICASGGa. CEAL.T1ULJJJ CG3D3TICX3N 450 

GCL GQG L L P R TGD GVR 

N33MC (SEQIDNO:32) 456 
X N (SEQIDNO:68) 
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E7.5.2.v.aa Sequence 



10 20 30 40 50 

1234567890 1234567890 1234567890 123456789 0 1234567890 

GIGAAQGICT CCIQCAAQQC TICIQG&EAC ACCTICAQCG QCTACTATAT 50 
VKVS CKA SGY TF-SG YYM 

GCACIQGGIG OGACAGGOCC CHX3GACAAGG GLT1GAGIQG AT3GGAIIOGA 100 
HWV RQAP GQG LEW M S I 

TCCACQCTRA CAGTQGTGGC ANAAACTTIG CACAGAAGTT 1CRGGGCAQG 150 
HPN SGG XNFA QKF QGR 

GICACCAIGA. GCAG3GACAC G1QZAICAAC ACAGGCEACT TG3AGCTGAG 200 
VTMT RDT SIN TAYL ELS 

CAGGCIGAGA TCIGAOGACA G3GCLU1U1A TTACIGTGOG 250 
RLR SDDT AVY YCA RDKN 

ACTACQ3IGA CTACGICTIT GACEATIGGG GOCAGGSAAC CCIGGICAOC 300 
YGD YVF DYWG QGT LVT 

GICTOCICAG (SEQIDNO:34) 310 
V S S (SEQIDNO:70) 
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Effect of E7.6.3 or E7.5.2 on human epid rmoid 
carcinoma A431 growth in nude mice 




Days After Tumor Cell Injection 
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Effect of E7.6.3 on human pancreatic carcinoma HP AC 
growth in nude mice 




FIG. 75 
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Effect of E7.6.3 on human pancreatic 
carcinoma BxPC-3 growth in nude mice 
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Effect of E7.6.3 on HS766T Pancreatic tumor 
growth in nude mice 
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Effect f E7.6.3 on SK-RC-29 human kidney 
carcin ma growth in nude mic 




Days After Tumor Cell Injection 



— o— control no treatment 



E7.6.3 neutralizing mAb 
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Effect of E7.6.3 on human colon carcinoma 
SW707 (EGFr-) growth in nude mice 
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Int malization of 125 l-EGF/EGFr and 
Down Regulation of Cell-Surface Receptors 
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Internalization of 12S l-E763/EGFr and 
Down Regulation of Cell-Surface Receptors 
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■w/o chloroquine 
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Effects of E763 and m225 on EGFr degradation 



EGF K221 m225 E763 

FIG. 82A 



C EGF m225 E763 K221 mlgGl 

FIG.82B 



EGF m225 E763 EGF+ EGF+ 

M225 E763 



FIG. 82C 



Applicants: Aya Jakobovits et al. Docket No.: Cell 4.20 CIP2 CPA 

Appli^toi No.: 09/187,693 Filed: November^^98 

Coni^^DnNo.: 3392 

For: HUMAN MONOCLONAL ANTIBODIES TOIWdERMAL 

GROWTH FACTOR RECEPTOR 
Attorney: Jane T. Gunnison, Reg. No. 38,479 Sheet 59 of 62 



-1* 

a < a 



o 



o 

<J> 



1 
O 



■ 

o 

I 



I 
! 

* 



+ 
+ 
+ 



2 • + 



i 

o + 
o , 



+ 
+ 



o 



3 



CO 

co 
oo 

CD 



m 

CM 
CM 

E 



CO 

CO 
CO 

UJ 



o 
o 



o 



+ 
+ 



2 • + 

m 1 + 

. • + 

2 + • 

^ + ' 

+ i 

* 

2 • • 



3 

oo 
CD 



ill 

O ?i G m 
u u) S x 



Applicants: Aya Jakobovits et al. Docket No.: Cell 4.20 CIP2 CPA 

Applicative: 09/187,693 Filed: November 5, 19fl^^ 

Confirr^BNo.: 3392 

For: HUMAN MONOCLONAL ANTIBODIES TO EPITORMAL 

GROWTH FACTOR RECEPTOR 
Attorney: Jane T. Gunnison, Reg. No. 38,479 Sheet 60 of 62 



Applicants: 

A Miration No.: 

C^^Bnation No.: 



Attorney: 



Aya Jakobovits et al. 
09/187,693 
3392 

HUMAN MONOCLONAL ANTIBODIES 
GROWTH FACTOR RECEPTOR 
Jane T. Gunnison, Reg. No. 38,479 



Docket No.: Cell 4.20 CIP2 CPA 
Filed: NovernJ^, 1998 



PIDERMAL 



Sheet 61 of 62 



E763 an VEGF secretion 



Effects of E763 and m225 on 
VEGF secretion 
In cultured A431 cells 
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FIG. 85A 



Effects of E763 and E752 on 
VEGF secretion 
in cutured A431 cells 

C) 48 hr culture 
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Effects of E763 and E752 on 

VEGF secretion 
in cultured A431 cells (24 hr) 

48 hr culture 
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Effect of E763 on VEGF secretion in 
cultured A431 cells 

96 hr culture 
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^Kdermal 



Effects of E763 and m225 on VEGF 
secretion in cultured endothelial cells 
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